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Background: Esophageal and gastric (EG) cancers stand for a considerable amount of
cancer cases and deaths worldwide. Although addition of neoadjuvant and/or adjuvant
therapy has led to an improved survival in patients with resectable tumours, there is still
a great unmet need for novel treatment strategies and complementary biomarkers. This
study examined the effect of neoadjuvant chemotherapy on the expression of pro-
grammed death receptor 1 (PD-1) and programmed death ligand 1 (PD-L1) in EG
adenocarcinoma, as well as the associations of PD-1 and PD-L1 expression with histo-
pathological response and clinical outcome.
Methods: Immunohistochemical expression of PD-1 on tumour-infiltrating immune
cells (TIC) and of PD-L1 on tumour cells (TC) and TIC was assessed on paired pre-
treatment biopsies, post-treatment resected primary tumours and a subset of paired
lymph node metastases from a consecutive cohort of 148 patients with neoadjuvant
þ/- adjuvant treated EG adenocarcinoma.
Results: PD-1 expression was significantly higher in resected tumours and in lymph
node metastases compared to biopsies, but the expression of PD-L1 TC and PD-L1 TIC
was similar before and after neoadjuvant therapy. PD-1 expression was not associated
with histopathological response or with survival. Positive PD-L1 TC expression in
biopsies was significantly associated with histopathological response but not with sur-
vival, whereas positive PD-L1 TC expression in resected tumours signified a reduced
overall survival. High PD-L1 TIC expression in biopsies, but not in resected tumours,
was significantly associated with a prolonged overall survival.
Conclusions: Expression of PD-1, but not of PD-L1, is augmented after neoadjuvant
treatment. Chemotherapy may however evoke more resistant subsets of PD-L1 positive
TC, thus indicating a need for alternative treatment strategies in the adjuvant setting.
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Background: Despite multimodality treatment, in the Western world> 50% of GC
patients relapse following curative-intent surgery and succumb to their disease. The
absolute survival benefit of perioperative or adjuvant chemotherapy ranges from 6 to
15% at 5 years and must be balanced against treatment-related toxicities. Reliable tools
to risk-stratify patients are lacking. The aim of this study was to build a practical tool to
guide daily decision-making and clinical trial design.
Methods: Data of patients undergoing curative-intent surgery for T2-4 and N-positive
GC between 2008 and 2018 at the Modena Cancer Centre were retrieved.
Clinicopathologic and biochemical parameters deemed of potential interest were col-
lected. The cut-off value for continuos variables was assessed at 75 percentile.
Univariate and multivariate Cox proportional-hazard models were used to assess the
prognostic value of covariates. Based on the multivariate model, a nomogram to pre-
dict 2- and 3-year RFS was developed with a corresponding number of points assigned
to a given magnitude of the variable.
Results: A total of 157 patients were eligible for the analysis. 51% (n¼ 80) were female
and 88% (n¼ 139) had an ECOG PS of 0-1. Only 6% of cases were gastroesophageal
junction cancers. 13% (n¼ 20), 25% (n¼ 40), 62% (n¼ 97) presented at diagnosis
with stage I, II and III, respectively. Adjuvant chemotherapy was administered to 49%
of patients. Out of 15 covariates tested, the following were independent predictors of
outcome in the multivariate analysis and therefore included in the nomogram: ECOG
PS (HR 2.51; p¼ 0.006), nodal status (HR 3.04; p¼ 0.078), angioinvasion (HR 2.62;
p¼ 0.005) and logNeutrophil/Lymphocyte ratio (HR 3.50; p< 0.001).
Conclusions: We built an easy-to-use nomogram to estimate 2- and 3-year individual
RFS probability in resected GC. Interestingly, this tool incorporates variables reflecting
patients characteristics (ECOG PS), tumour aggressiveness (nodal status and angioin-
vasion) and immune-inflammation status (NLR). This nomogram could assist clini-
cians in discussing with patients prognosis and the risk-to-benefit ratio of systemic
treatment as well as the design of future trials.
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Background: Half of all patients with esophageal cancer present with advanced disease at
diagnosis. The most optimal treatment for this group has not been identified yet.
Therefore, we evaluated a weekly regimen of carboplatin for 6 cycles (area under the curve
(AUC) of 4)þ paclitaxel 100mg/m2 as induction (iCT) or palliative treatment (pCT).
Methods: All patients with advanced (gastro-) esophageal cancer treated with this regi-
men between 2002-2018 at the Erasmus MC Rotterdam were included. Patients who
received radiotherapy or were treated elsewhere were excluded. Data on toxicity,
response, and survival were collected from patient records. Analyses were performed in
2 groups: iCT or pCT. Median progression free survival (PFS) and median overall sur-
vival (OS) were estimated with the Kaplan-Meier method.
Results: A total of 291 patients was included (iCT:122; pCT:169). Most patients had T3
carcinoma (iCT:54%; pCT:66%), and stage IV disease (iCT:42%; pCT:91%). The
majority of the tumors were adenocarcinomas (iCT:50%; pCT:70%) and located at the
distal esophagus (iCT:47%; pCT:73%). Incidence of severe grade3 gastrointestinal
toxicity was low (iCT:3%; pCT:5%). Grade3 toxicity occurred mainly as hematologi-
cal toxicity (iCT:71%; pCT:73%) with grade3 neutropenia of 43% and grade 4 of
25% in both groups. Nonetheless, only 3% of patients experienced febrile neutropenia.
Premature termination of the planned cycles due to toxicity occurred in 12% of the iCT
group and 17% of the pCT group. Cycle delay due to toxicity occurred in 42% (iCT)
and 43% (pCT) of the patients. Sensory neuropathy was low-graded and seen in 25%
(iCT) and 26% (pCT) of the patients. Overall response rates were 48% (iCT) and 44%
(pCT). Esophagectomy or definitive chemoradiotherapy followed in 42% of iCT,
resulting in a PFS of 22.1 months (interquartile range (IQR): 12.4-114.2) and OS of
26.8 months (IQR: 15.4-91.7). For pCT, PFS was 8.2 months (IQR: 5.1-14.5) and OS
10.9 months (IQR: 6.5-18.3).
Conclusions: Weekly carboplatin (AUC4) and paclitaxel (100mg/m2) as an outpatient
regimen is well-tolerated and an effective induction or palliative treatment regimen for
patients with locally advanced or metastatic disease.
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Background: Gastric and GEJ cancers are one of the top four cancers in India with
poor 5-year survival. Post ASCO 2017, we switched to docetaxel-based peri-operative
chemotherapy (FLOT) which is the new standard of care. In this audit, we report the
pathological response and toxicity of FLOT compared to our older standard (EOX/
ECF).
Methods: We analysed our database of 118 patients with gastric or GEJ adenocarci-
noma treated at our center from May 2011 to April 2019. 85 patients (72%) received
perioperative chemotherapy with three pre-operative and three post-operative 3-week
cycles of either EOX (50mg/m2 Epirubicin and 130mg/m2 Oxaliplatin on Day 1 plus
1250mg/m2 Capecitabine for 21 days) or ECF (50mg/m2 Epirubicin and 60mg/m2
Cisplatin on Day 1 plus 800mg/m2/day Fluorouracil as continuous intravenous infu-
sion for 5 days). 33 patients (28%) received four pre-operative and four post-operative
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